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DETAILED ACTION 

1. Applicants' amendment filed 4/30/01 (Paper No. 34) is acknowledged and has been 
entered. 

Claims 166-175 are pending. 

2. This application contain seance disclosures , 

nucleotide and/or amino acid sequences set forth m *^^f£>2»frl.«15 for the 
mis application fails to °whh ££££^£w»t 

reason(s) set forth on the attached ^Nott ce To C ™™"™*;^ cii & eilce Disclosures. 

is tatter required to list priority data in section (l)(vu). 
therefore stands as enunciated above. 

3. Applicants are required ,o £ £ ^SpS £ « 

The oath or declaration is defective because: a post office address was no, provided for the 
second inventor. 

5. Claims 166-175 are presently being examined. 
Ms^im 

4/30/01. 

6. The following is a quotation of the first ^^^^^L^^^.^ 

The specification shall contam a written descr ption of the m^uo ^ ^ ^ ^ which ^ p £ 

the inventor of carrying out his invention. 
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7 Claims 166-175 are rejected under 35 U.S.C. 112, first paragraph, as containing subject 
matter Xch w s not described in the specification in such a way as to reasonably convey to 
o?Sed in the relevant art that the inventors, at the time the application was filed, had 
possession of the claimed invention. 

This rejection is a new matter rejection. 

The added material which is not supported by the original disclosure is as follows: 

m "an immunogenic peptide consisting of about 8-11 amino acid residues that induces a 
cv LS^TIresponse restricted by at least three alleles selected from the group consisting 
SwTOl B1401 B3501, B3503, B51-1, B5301. B5401, Cw0602" which consists of or 
coZs ; - ^sequence of 8-1 i amino acid residues which sequence comprises a first anchor 

esX position tlo of said subsequence which is P, and a second anchor residue at the 
caiboxy terminus of said subsequence selected from the group consisting of V, I, L, F, M, W, 
YandA". 

Ap p r tp S= 
h^e^ 

molecules recited in instant claims 166 and 171 are as foil ows. for ^"^° 1 '^ r ^. 
for HLA-B1401 LIV, for HLA-B3501, no motif is disclosed, for HLA-B3503 FY for HLA 
Smi t TV for HLA-B5301 LIVFMYFW, for HLA-B5401, no motif is disclosed, for HLA- 
? JKr^W The ected "motif for the recited HLA molecule in instant claims 166 

^ the disclosure at Table 6. » 
<™rt for the motif on page 3 of the instant specification at lines 19-21, however the 
SL^e. that "motif refers to the pattern of residues m a V^«*%* 
S Sly about 8 to about 11 amino acids, which is recognized by a ^ 

ThereTno disclosure of a peptide of about 8-11 amino acid residues which has the 
netfied nS ^ftee£5o disclosure as to whether the motif of position two is at portion 
ZTrf tT^r peptide and the carboxy-terminus of an 8-mer peptide or at position 2 of an 
11-mer peptide and the carboxy-terminus of an 11-mer peptide. 

(2) "one or more fragments of said antigen of interest that consist essentially of said located 
subsequence" recited in instant claims 166 and 171. 

m "testine in vitro the ability of said one or more fragments to bind to a first HLA molecule 
2JSSL ^^^ above with an IC50 less than 500 nM« recited m instant claim 
171 . Applicant does not point to support in the disclosure. 
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8 The following is a quotation of the second paragraph of 35 U.S.C. 112: 

T^cLtion shall conclude with one or more claims particularly pointing out and distinctly claiming 
the subject matter which the applicant regards as his invention. 

9 Claims 166-175 are rejected under 35 U.S.C. § 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claims 166 and 171 are indefinite in the recitation of "B0701, B1401, B3501, B3503, 
B5101, B5301, B5401, Cw0602" because it is not clear what type of alleles these are, 
i.e., if they are HLA alleles. 

10 With regard to application of prior art, the filing date of the instant claims is that of the 
instant application, i.e., 5/30/95, because the scope of the claimed invention is not disclosed m 
parent application 08/344,824, nor in parent application 08/278,634. The parent application 
does not support the claimed method; in minimis, the parent application does not disclose a 
method for identifying "an immunogenic peptide consisting of about 8-1 1 amino acid residues 
that induces a cytotoxic T cell response restricted by at least three alleles selected from the 
tlT^S^BOlOl, B1401 P B3501, B3503, B51-1, B5301, B5401, Cw0602« which 
consists of or comprises "a subsequence of 8-1 1 amino acid residues which sequence 
comprises a first anchor residue at position two of said subsequence which is P, and a second 
anchor residue at the carboxy terminus of said subsequence selected from the group consisting 
of V, I, L, F, M, W, Y and A", and said parent applications do not disclose the elected species 
APAPAPSWPL. 

11. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: , 
obviousness rej ^ .^.^ fa ^ .^.^ or d bed set forth m 

stfon" 02 oTu4s title, if the differences between the subject matter sought to be patented and the prior art 
arfsuch m^theWct matter as a whole would have been obvious at the time the invention was made to a 

^bX^2?£n * e art t0 which said subject matter pertains " PatentabilUy n0t 

negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the claims 
under 35 U S C 103(a), the examiner presumes that the subject matter of the various claims 
was commonly owned at the time any inventions covered therein were made absent t any _ 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point 
out the inventor and invention dates of each claim that was not commonly owned al -the time a 
later invention was made in order for the examiner to consider the 35 
USC 103® and potential 35 U.S.C. 102(f) or (g) prior art under 35 U.S.C. 103(a). 
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12 Claims 166-175 are rejected under 35 U.S.C. § 103(a) as being unpatentable over Zakut- 
Houri et al (EMBO J. 4(5), 1985, pages 1251-1255), Harlow et al (Molec. Cell. Biol., 5(7), 
1985 pages 1601-1610) Harris et al (Mol Cell Biol., 6(12), 1986, pages 4650-4656) or Lamb 
et al (Molec. Cell. Biol., 6(5), 1986, pages 1379-1385) each in view of Hill et al (Nature 
360(3) 1992 pages 434-439), Falk et al (Immunogenetics, Vol. 38, 1993, pages 161-162, 
Applicant's IDS reference), Huczko et al (J. Immunol., 151(5), 1993, pages 2572-2587, 
Applicant's IDS reference) and Sette et al (J. Immunol. 153: 5586, 1994). 

Zakut-Houri et al, Harlow et al, Harris et al or Lamb et al teach the amino acid sequence of 
the human tumor antigen p53. 

Zakut-Houri et al, Harlow et al, Harris et al or Lamb et al do not teach a method for making 
an immunogenic peptide comprising APAPAPSWPL. 

Falk et al teach that peptides that are T cell epitopes for HLA-B35 have a position 2 Pro and a 
Leu at the carboxy terminus (especially page 161 , column 2 at lines 1-6 of the first full 
paragraph and page 162, Table la). 

Hill et al teach that peptides that are T cell epitopes for HLA-B35 have a position 2 Pro and a 
Leu at the carboxy terminus. Hill et al teach searching sequences of known antigens for 
potential epitopes based upon motif amino acids and synthesis of said potential epitopes, e.g. , 
peptides of 8-10 amino acid residues in length (especially column 2 on page 434, last 
paragraph and Table 2, trl5 and tr20). Hill et al also teach peptides that bmd to HLA-B51 
have position 2 Pro and Val or lie at the carboxy terminus (especially Figure la, peptides cp6, 
Is6 and shl, and Table 2) and that these peptides also bind to HLA-B53. 

Huczko et al teach that peptides that bind to HLA-B7 have Pro at position 2 and L at the 
carboxy terminus. 

Sette et al teach that an affinity threshold of approximately 500 nM (preferably 50nM or less) 
apparently determines the capacity of a peptide epitope to elicit a CTL response. 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to have scanned the p53 tumor antigen amino acid sequ ence of Zakut- 
Houri et al Harlow et al, Harris et al or Lamb et al for subsequences such as APAPAPSWPL 
that possess the motifs, such as those of Hill et al and Huczko et al, for binding to a HLA class 
I allele expressed in populations of humans, including HLA-B35 and HLA-B7, to have made 
the said subsequences in a length compatible with binding to HLA class I molecules (i.e., 
generally 8-1 1 amino acid residues in length) residues that are capable of bemg processed to 
tb.e appropriate size for presentation by class I, to have tested the affinity of the subsequences 
for affinity of binding to HLA as taught by Sette et al, and to have tested complexes of the 
peptide/HLA molecules for their ability to be recognized by CTL restricted by said HLA 
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mo,ecu,es. It would have been prima ^^^^S^ 

S^tod t^LA^BM and HLA-B53, and the peptide ~7 and 

amino acid residue that is common to peptides that bmd to HLA-B51, HLA B53, HLA b 

HLA-B35. 

„ j * t n ;„ *» arl « the lime the invention was made would have been motivated 
LrSefJo frl^X -St - potential CTL epitopes for use in vaccines e* 


vivo or in vivo. 


Instant Cairns !« and 

SS^SS SKf- -Sin, of peptides to more than one HLA aUe.e. 

Applicant's comments in the amendment filed 4/30/01 have been fully considered but are no, 

persuasive. 

„ is Applicant's position, on ™*«£%£^£^T££Z>* " 
not citable with aspect to c^6646 ^ m 1995 md „ ffie work of 

(LLrA iyoz;. n i» p F method would yield a peptide which would be likely to elicit 

Huczko et al or Sette et al that the method woum yiei yv different HLA alleles and 

single HLA molecule. 

It is the Examiner's position that the in^ * 

application as explained supra i.e 5/30/95, ^^^J^£^. s position that 
in 1 994 With regard to Applicant's comment on in re Katz, it is tne bmhjiuc y 


Serial No. 08/452,843 
Art Unit 1644 


ms Biol:, 6(12), 1986, pages 4650-4656) or Lamb 

eul (E. Cell. Biol , 6(5), 1986, pages 1379-1385) each in view of Sidney e. al (I. 
Immunol. 154, January 1, 1995, pages 247-259). 

Zakut-Houri et al, Harlow et al, Harris et al or Lamb et al teach the amino acid sequence of 

the human tumor antigen p53. 

Zakut-Houri et al, Harlow et al, Harris et al or Lamb et al do not teach a method for making 
an immunogenic peptide comprising APAPAPSWPL. 

Sidnev et al teach peptides with HLA-B7-like supermotif, i.e., Pro at position 2 and 
hS Somatic amino acid residues at the C terminus (especially et al 

teach mat the said peptides bind to multiple class I HLA alleles such as HLA-B701, HLA- 
mm HLA-B5301 and HLA-B3501 (especially Table III). Sidney et al teach peptide-based 
' .tinnffnr the\reatment of viral or parasitic infections and cancers and that ehcitation 

r~ s f,rS 

nrevention of metastasis (especially paragraph spanning pages 247 and 248) Sidney et al 
toher teacr^ Zt discovery of peptide epitopes capable of broad cross-reactivity among most 
f SmberTof the B7-Uke supertype family of alleles could be of sigmfican t practical 
hnportance in the development of peptide-based vaccination ^^^^ 
oaraeraph on page 248 before Materials and Methods section). Sidney et al also teach 
SttTssSae* peptides. Sidney et al teach that good I binding is equivalent to an IC50 
of less than 500 nM (especially line 8 of column 1 on page 252). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
Lenin 2 made* have scanned the tumor antigen P 53 amino acid sequence of Zakut- 
ZZ i etal Harlow et al, Harris et al or Lamb et al for subsequences, including 
A^AplpsWprwhSh omprise a binding motif for any of the HLA alleles, mcluding HLA- 
B701 HLA^5 01 HLA-B5301 and HLA-B3501, which have the B7-like supermotif of 
Sidnev e^al £ Pro at position 2 and Leu at the carboxy terminus, to make the said 
SS^taSj* compatible with binding to HLA class I molecules & e general y 8- 
n ^fno acid residues m length), to complex said subsequences with the class I HLA 
2ZlT^l^^^t peptides with an affinity of less than 500 nM and to 
SSrCT^iSSS to saidpeptides when in complex with HLA class I molecules. 

One of ordinary skill in the art at the time the invention was made would have been motivated 
to do this in order to provide peptides for vaccines as taught by Sidney et al. 
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Tn*mt claims 166 and 171 are included because it would have been obvious to prepare and 
effective vaccine. 

Applicant's comments in the amendment filed 4/30/01 have been fully considered but are not 

persuasive. 

» is AppHoanfs position, on page » .SSSL'^S^ " 
no . citable wi* respect to «M6 ^ j^St 1995 and is the wo* of 

the concept of the present invention. Applicant cues in re Kail, 687 F2d 450, 215 i 
(CCPA 1982). 

7^ 0 V^XT^~^ **• * * te — ' s posi,ton tot 

"ZLZZJr 1 .132 to accordance with in re Kalz has no, been subrmtted. 

14 Claims 166-175 are rejected under 35 U.S.C. § 103(a) as being unpatentable over Zatat- 

1985, pages 1601-1610) Harris * : al (Moi w • • ^ yiew of Hm et ^ (Nature 

et al (Molec. Cell. Biol., 6(5), 1980, pages u/* ljoj> * 2572-2587 

360(3) 1993, pages 434-439), and Huczko et al (J. Immunol., 151(5), 1993, pages 2572 258/, 

Applicant's IDS reference) 

Zakut-Houri e. al, Harlow e, al, Harris et al or Lamb e. al teach the amino acid sequence of 

the human tumor antigen p53. 

Zakut-Houri et al, Harlow et a., Harris et al or Lamb et a! do not teach a method for making 
an immunogenic peptide comprising APAPAPSWPL. 

HUUtalteachtha^ 

Srep"^ sUsis of said potenti, I epitopes, e.g., 

Ste of 8-WaSno acM residues in tagth (especially column 2 on page ^434, tat 
pepnoesoro io „isandtr20) Hill et al also teach peptides that bind to HLA-B51 
K^P^dVa^ o^Hihe carboxy termmus C-g^W * ^ 
Is6 and shl , and Table 2) and that these peptides also bind to HLA-B53. 

Huczko et al teach mat peptides that bind to HLA-B7 have Pro at position 2 and L at the 

carboxy terminus. 
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It is the Examiner's position that the instant claims are entitled to the filing date of the instant 
application as explained supra, i.e., 5/30/95, and that the said Sette et al article was published 
in 1994 With regard to Applicant's comment on in re Katz, it is the Examiner s position that 
a declaration under 1 . 132 in accordance with in re Katz has not been submitted. It is the 
Examiner's position that Hill et al teach peptides that bind to more than one HLA allele. 

15. No claim is allowed. 

16 Applicant' s amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § , 706 07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CbK 1 . l Jo(a). 

A shortened statutory period for reply to this final action is set to ex pir e ™^ MONTHS 
from the mailing date of this action. In the event a first reply is filed withm TWO MONTHS 
of the mailing date of this final action and the advisory action is not mailed until after the end 
of the THREE-MONTH shortened statutory period, then the shortened statutory period will 
expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of 
this final action. 

17. Any inquiry concerning this communication or earlier ^TT^^^ 
should be directed to Marianne DiBrino whose telephone number is (703) 308-0061 . 1 he 
examiner can normally be reached Monday through Friday from 8:30 am to 6:00 pm. A 
message may be left on the examiner's voice mail service. If attempts to reach the examiner 
by telephone are unsuccessful, the examiner's supervisor, Christina Chan can be reached on 
(703) 308-3973 Any inquiry of a general nature or relating to the status of this application 
should be directed to the Technology Center 1600 receptionist whose telephone number is 
(703) 308-0196. 

Papers related to this application may be submitted to Technology Center 1600 by facsimile 
transmission. Papers should be faxed to Technology Center 1600 via the PTO Fax Center 
located in Crystal Mall 1. The faxing of such papers must conform with the notice published 
in the Official Gazette, 1096 OG 30 (November 15, 1989). The CM1 Fax Center telephone 
number is (703) 305-3014. ^ ^ 


Marianne DiBrino, Ph.D. 
Patent Exarniner 
Group 1640 

Technology Center 1600 
August 9, 2001 
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